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(57)Abstract: 

PURPOSE: To obtain an injectable pharmaceutical composition capable of releasing a medicine 
over a long period and especially suitable for introducing the medicine into an intraocular region. 



CONSTITUTION: This medicine carrier composition for injection administration contains a 
physically mixed and pharmaceutically active agent and a biodegradable polymer and the 
polymer is a block copolymer of the formula A-B-A (A is a hydrophobic polymer or oligomer; B 
is hydrophilic polymer or oligomer) which is solid at 20-37° C and fluid at 38-52° C. In the 
block copolymer, the component A includes e.g. polyglycol acid, polyethylene terephthalate, poly 
(&epsi;- caprolactone), D-polylactic acid or polyglutaminic acid the component B includes e.g. 
polyethylene glycol. The pharmaceutically active agent includes e.g. ganciclovir, 5— fluorouracil or 
dexamethasone and is formulated in an amount of 0.7-70 wt.%, especially 2-25 wt.% based on 
total weight of the composition. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 



LThis document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] It is the drug conveyance constituent for body injection administration which the 
above-mentioned polymer is a solid-state in a 20-37-degree C temperature requirement, is a 
fluidity in a 38-52-degree C temperature requirement, and is characterized by the constituent 
concerned being the block copolymer of formula:A-B-A with the constituent which was mixed 
physically, and which contains in dispensing activity **** and the polymer which can be 
biodegraded. However, A is a hydrophobic polymer or oligomer and B is the polymer or oligomer 
of a hydrophilic property. 

[Claim 2] A polymer supplies a matrix to activity **** in dispensing, and this ** is a soluble 
agent [soluble agents] and a liquid agent [liquid agents], The minimum particle [micro- 
particulates], Microsphere [microspheres], And drug conveyance constituent according to claim 
1 which is the gestalt chosen from the group which consists of a proteinic compound. 
[Claim 3] It is the drug conveyance constituent according to claim 1 with which it is chosen from 
the group which Above A becomes from polyglycolic acid, polyethylene terephthalate, poly butyl 
lactone, Pori (epsilon-caprolactone), D-polylactic acid, L-polylactic acid, polyglutamic acid, a 
Pori LHysine, and Pori L-asparatic acid, and B consists of a polyethylene glycol. 
[Claim 4] The drug conveyance constituent according to claim 1 whose polymer in which top 
Norio decomposition is possible is a polymer of the following formula 1. 
[Formula 1] However, m is in the range of 9.09-45.45, and n is in the range of 6.15-45.45. 
[Claim 5] The drug conveyance constituent according to claim 1 characterized by the above- 
mentioned thing for which activity **** is chosen from ganciclovir [gancyclovir], 5-fIuorouracil, 
aciclovir [acyclovir], dexamethasone, triamcinolone [triamcinolone], prednisone, FUROKUSURI 
gin [floxuridine], the DOKUSORU vicine [doxorubicin], a daunorubicin [daunorubicin], a 
mitomycin, cytarabine [cytarabine], methotrexate, and the thioguanine in dispensing. 
[Claim 6] The drug conveyance constituent according to claim 5 characterized by the above- 
mentioned thing for which activity **** is chosen from ganciclovir [gancyclovir] and 5- 
fluorouracil in dispensing. 

[Claim 7] The drug conveyance constituent according to claim 1 with which activity **** is 
characterized by existing in 0.5 - 70% of the weight of an amount to the total weight of the 
constituent concerned in the above-mentioned dispensing. 

[Claim 8] The drug conveyance constituent according to claim 7 with which activity **** is 
characterized by existing in a 1 — 35 % of the weight amount to the total weight of the 
constituent concerned in the above-mentioned dispensing. 

[Claim 9] The drug conveyance constituent according to claim 8 with which activity **** is 
characterized by existing in a 2 — 25 % of the weight amount to the total weight of the 
constituent concerned in the above-mentioned dispensing. 

[Claim 10] The drug conveyance constituent which contains in dispensing activity **** and the 
triblock copolymer which can biodegrade formula:A-B-A. However, A is the poly caprolactone of 
molecular weight 2000, and B is the polyethylene glycol of molecular weight 600. 
[Claim 11] The drug conveyance constituent of claim 10 with which the above-mentioned 
polymer supplies [ above-mentioned ] a matrix to activity **** in dispensing. However, the 



http://www4.ipdl.ncipi.gojp/cgi-bin/tran„web_cgi_ejje?u=http%3A%2F%2Fwww4.ipdl.... 2004/10/15 



2/2 ^— V 



above-mentioned agent ha^HRrm chosen from a soluble agent, a HqflBgent, the minimum 
particle, a microsphere, and the group that consists of a protein compound. 

[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 

DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to the drug conveyance polymer system which 
offers the improved medium object which is used by facing for medicating the body with the drug 
maintained and emitted, which can be biodegraded and with which it can inject by 
[biodegradable]. 
[0002] 

[Background of the Invention] The current technique about the installation in an eye of a drug is 
either of the microspheres containing the bulky drug conveyance device in which a thicket is 
possible, or a drug with which it can be injected. Such a conveyance system had the fault which 
becomes inconvenient in general clinical use. Especially the bulky implantation of an eye 
interplantation lump has risk of needing a surgical operation, as a result accompanying it. On the 
other hand, a microsphere has a possibility of moving to the inside of an eye, i.e., a visual axis or 
a neighboring organization part. 

[0003] Although a patent which illustrates the present condition of this kind of technique is 
described below, no they are clinically reclaimed even to the effective usable device. In order to 
describe these devices, it explains per [ which is first used by these patents ] vocabulary. 
Reference is getting confused and using classifying the word "eye [ocular]" Becoming together 
with [ although it is a device in an eye ] the device outside an eye etc. "An eye [ocular]" is the 
word which should be used when using the word reflecting anatomy, physiology, and the invasion 
nature of the fixed technique. "Eye outside" is a word which points out the opening (outside) 
[space] between an eye front face, and an eyeball [eyeball] and an eyelid [eyelid] [extraocular] 
as used in this application. For example, if it is called the field "outside an eye", it will be a 
canopy [fornix] or socket [cul-de-sac], a conjunctiva front face, a cornea front face, etc. of an 
eyelid. This part is outside to all eye organizations, and the aggressive technique is not needed 
for going into this field, the device outside an eye — general — easy — being removable — a 
patient — he can also do it. Speaking of the system outside an eye, they are a contact lens, the 
drop "locally" prescribed for the patient, for example. 

[0004] The following patent is indicated about the system outside an eye used to medicate the 
field outside an eye with a drug. 

[0005] Higuchi and others is U.S. Pat No. 3981303, Said 3986510 numbers, It is indicating about 
the eye insert [ in said 3995635 numbers ] which can biodegrade drug content This insert can 
be built in three different configurations, in order to hold in the eyeball socket [in the cul-de-sac 
of the eye-ball] of the opening outside an eye between an eyeball and an eyelid, some kinds of 
general biotechnology — it is supposed that it is suitable for being used in order that a 
conformable polymer may assemble this device. As these polymers, alginic-acid zinc, Pori (lactic 
acid), Pori (vinyl alcohol), Pori (acid anhydride), and Pori (glycolic acid) are mentioned. These 
patents are indicated also about the device coated with the film with two or more cavernous 
rooms holding the drug gestalt [the drug formulation] which decreased the permeability over a 
drug. 

[0006] The British patent No. 1529143 is indicated about the eye insert which emits a crescent 
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drug. This insert is held in tl^ipper canopy on the upper eyelid and I^P/eball [the upper 
fornix], and is a device outside [ another ] an eye. 

[0007] Hughes and others is indicating about the device outside an eye used for the eye of an 
animal by U.S. Pat. No. 4201210. This device is the emission system controlled by anular shape. 
[0008] Theeuwes is indicating about the minute porous reservoir used for the drug conveyance 
controlled by U.S. Pat No. 4217898. these devices — an eye — it is externally arranged in an 
eye socket. The configuration of four devices is indicated. The Pori (vinyl chloride)-**-**** 
(vinyl acetate) copolymer is included by the involved polymer system. 
[0009] Kaufman is U.S. Pat. No. 4865846, It is indicating about the eye-drops conveyance 
system which contains at least one erosive-ed [ biotechnology ] matter or ointment support 
[ointment carrier] in the saccus conjunctivae [the conjunctival sac] by 4882150. There is 
pilocarpine as a drug suitable for using for this conveyance system. The patent concerned 
mentions Pori (lactide), Pori (glycolide) [poly(glycolide)], Pori (vinyl alcohol), and the collagen that 
constructed the bridge as an appropriate polymer system. 

[0010] Brightman and others is indicating about the eye insert in which the biodegradation as 
instillation matter of control conveyance is possible at U.S. Pat. No. 4474751. This insert is an 
eye extrapolation receptacle which can adhere to the third eyelid of the eye of an animal. This 
insert is used for control conveyance of medication. 

[0011] All above-mentioned patents are related with the system outside an eye in the semantics 
[ previous statement ] of a definition. Next, the system in an eye means the system suitable for 
using into the organization areole [tissue compartment] in the middle of own panniculus of an 
eye, or the surroundings, a part here — the bottom of a conjunctiva (under the eye membrane 
which adjoins an eyeball), an eye socket [orbital] (back of an eyeball), and intra — KAMERARU 
[intracameral] (inside of the own chamber of an eyeball) etc. is said. For entering these fields, 
the surgical technique of the hypodermically thicket [implantation] of injection or a drug is 
required of the system outside an eye, and an antipodal target. This needs to invade the safety 
of an eye directly during a hypodermically thicket operation, and the great surgical operation for 
removing is needed. Next, the patent to mention is related with the device in an eye. 
[0012] Wong is U.S. Pat. No. 4853224 and is indicating about the minute drug for introducing in 
the chamber of an eye by which the encapsulation was carried out. There are polyester and a 
polyether as a polymer used for this system. As an example of a drug carriable [ with this 
system ], there are 5-fluorouracil, pilocarpine, and aciclovir [acyclovir]. 

[0013] Lee is U.S. Pat. No. 4863457, and in order to carry out continuation emission of a therapy 
agent, it is indicating about the device which is surgically planted in an eye and which can be 
biodegraded. This device is designed so that it may plant in the bottom of a conjunctiva 
(membrane of an eyeball) surgically and can carry out. This device has the disk form where the 
"handle" projected for suture immobilization was attached. 

[0014] Krezancaki is indicating about the chemical support gelled by people's temperature by 
U.S. Pat No. 4188373. This support is the aqueous suspension of a drug and rubber thru/or a 
synthetic derivative of the cellulose origin. Below at 30 degrees C (room temperature), this 
suspension is a liquid and causes a sol-gel transformation for the first time in a 25-40-degree C 
temperature requirement. Therefore, in this system, a share chemistry interaction produces at 
least the injection section inside. 

[0015] Haslam and others is U.S. Pat. No. 4474751, It is 4474752, It is a liquid at a room 
temperature and is indicating about the polymer drug gelled by people's temperature. There is a 
block copolymer of a polyoxyethylene and polyoxypropylene as a polymer suitable for being used 
for this system. As a suitable drug, there are 5-FU, gentamycin, thoria MUSHIRONON 
[triamcinolon], and aciclovir [acyclovir]. This system needs the temperature dependence 
chemistry polymerization reaction between the polymer components in an eye. This differs from 
the concept of the invention in this application fundamentally. U.S. Pat. No. 4474753 indicates 
about the local directions of this system. 
[0016] 

[Summary of the Invention] The invention in this application relates to the directions for 
introducing activity **** into the polymer system which is called "mel TAMA [meltamer]" and in 
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which new biodegradation iHPssible, and the body in dispensing. Sinl^ffie polymer constituent 
[polymer compositions] of this application can be introduced by injection, it does not need to 
take the surgical technique. Moreover, the constituent of this application does not need to cause 
a share chemical reaction within the body. These things are compared with a conventional 
method and simplify a procedure remarkably. 

[0017] although one side face of the invention in this application consists of a drug conveyance 
constituent which contains in dispensing activity **** and the [biodegradable] polymer which 
can be biodegraded and the polymer which can be biodegraded here is a solid-state in a 20-37- 

degree C temperature requirement — a 38-52-degree C temperature requirement they are a 

38-45-degree C temperature requirement and the thing which serves as a liquid then preferably. 
[0018] Another side face of the invention in this application is the approach of introducing a 
compound [ activity / in dispensing ] into the body. With the approach, it consists of following 
steps. Namely, (a) In solid form, the polymer which can be biodegraded is a liquid in a 38-52- 
degree C temperature region, and mixes activity with the polymer which can biodegrade a 
drug conveyance constituent in dispensing in the temperature region which is 20-37 degrees C. 
The drug conveyance constituent containing the polymer which the place constituted 
biodegrades [ activity **** and ] in dispensing is built, and it is (b). By heating even to the 
temperature which a drug conveyance system liquefies, a drug conveyance system is liquefied 
and it is (c). It is the step of injecting the body with the liquefied polymer. About the combination 
of the component for the purpose of others of the invention in this application, the description, a 
property and the method of the operation about the function of a related part [ configuration 
and ], and manufacture, if the following detailed explanation and the publication of a claim can be 
considered and obtained, I will become still clearer. 
[0019] 

[Detailed explanation about an example desirable at present] The invention in this application 
indicates about the approach to which introduce into the drug conveyance system and the body 
with which it can inject, and a drug is made to emit continuously. 

[0020] At 20-37 degrees C, the drug conveyance system of the invention in this application is a 
solid-state, and is the drug conveyance system containing the drug containing the polymer 
matrix which becomes the flow possibility of, for example, a liquid, which can be biodegraded in 
the 38-52-degree C temperature region. This system can be heated to 50 degrees C to burn, 
and the body which will liquefy if it becomes the temperature of that side, and needs treatment 
is injected with it, and it is solidified in the body. Besides cooling, the clinical process of a share 
reaction, setting, and others is unnecessary. This makes possible all the polymers/drug 
interactions which should be beforehand formed before injection at a laboratory. Formation on 
this preceding paragraph story brings about the system with the continuous drug release 
property which was excellent without the fault of infringement-a surgical operation and a 
chemical reaction with which it can be injected. This polymer is biodegraded completely and any 
remnants do not leave it. 

[0021] The conveyance system which can inject with the invention in this application offers an 
approach to have been improved for carrying a drug in the body. This invention offers a drug in 
the format which makes it possible to emit the compound of a drug continuously into the body, a 
present stage — injection of local medication or a soluble drug — clinical — it is the usable only 
selection branch. However, such media [media] are short halfHives. 

[0022] A drug conveyance polymer is not restricted to conveyance of solubility or the drug 
gestalt of a liquid. For example, a polymer can be used as a matrix which sets, stabilizes and 
holds the drug which consists of each particle of a drug content microsphere, and liposome 
[liposome] and others at least in the injection section. Furthermore, a growth factor, a cytokine 
[cytokines], or protein [ activity / in pharmacology ] like the matter which embellishes other 
living thing-responses can be built into this polymer system, and can be carried. 
[0023] It is related to using the technique which can be used at a present stage for many 
problems to make it emit continuously in an eye. For example, it is the microsphere which must 
cope with use of the bulky thicket which needs a surgical thicket operation, and the problem of 
migration and with which it can be injected. 
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[0024] The system of this il^Pkion has the advantage that it is easy'^Jfse it. For example, they 
are all that need an easy injection performed with the needle of 25 gages for making a drug 
conveyance device introduce in one's eyes. Once it enters in its eyes, it will solidify only by 
passing through an easy cooling process. Then, it decomposes gradually and the solidified 
polymer emits a drug. Since any share chemical reactions are not demanded, the problem related 
to various conditions in an eye which originate and happen to the surgical operation or 
complication to precede is solved. Since the device of this invention furthermore dissolves 
completely, it does not leave at all the remnants which must stop having to perform and remove 
a surgical operation. 

[0025] In order to deal with illnesses, such as a CMV retina seen by complicated amotio retinae 
and AIDS as a leading application of this invention, it may carry under the control of a drug 
thru/or an active substance to the vitreous humor socket of an eye. Moreover, since trauma 
recovery of the filtering air bubbles after undergoing the laser glaucoma filtering operation [laser 
glaucoma filtering surgery] conducted in order to control growth [fibroblast proliferation] of 
fibroblast is prevented, it can use also for making a metabolic antagonist emit continuously to 
the bottom of a conjunctiva. Moreover, an antibiotic or an antiinflammatory drug [anti- 
inflammatory drugs] can be used for after the operation [ cataract hand ] also by carrying out 
emission conveyance continuously, for example in their eyes. Furthermore, it is suitable also for 
using it for parts other than the eye of the body which needs continuous medication. For 
example, there are a therapy in a lesion of the abnormalities in the skin [intralesional therapy], 
conveyance in a joint of a reagent, intracranial drug conveyance, etc. These examples of use are 
given as a mere example, and do not limit the range of this invention. It will be finding out other 
directions of this invention within the limits of the publication of this invention, if it is this 
contractor. 

[0026] The desirable example of this invention is use for introducing a compound [ activity / in 
dispensing ] into the field in an eye. However, the drug conveyance system of this invention 
must not be considered to have been limited to the use in an eye. 

[0027] This invention avoids risk of carrying out the surgical operation of an eye, and the 
chemical reaction in an eye, in order to insert a drug conveyance device. 

[0028] The polymer system which has the following property and in which all biodegradation is 
possible is suitable for using for the polymer matrix which can biodegrade the system of this 
invention. That is, they are the homopolymer and copolymer which can biodegrade, can coexist 
with various drugs, and are a solid-state at 20-37 degrees C, serve as a liquid at 38-52 degrees 
C, have melting and the capacity to solidify, without also causing any chemical reaction at such 
temperature, can form at a laboratory, and it is not necessary to make able to carry out the 
chemical reaction beyond it, and can be used, a block copolymer, a wax, and gel. A polymer 
matrix can be formed with a suitable means at a laboratory or works, and can be combined with 
a drug with a certain means to provide the requirements with which should be satisfied of the 
above. 

[0029] A desirable polymer system is a triblock copolymer. : in which this block copolymer has 
the following general formula — A-B-A — A is the block of a hydrophobic polymer here and B is 
a hydrophilic polymer. The monomer and polymer which can be biodegraded are good to be 
preferably combined through an ester group. As a desirable hydrophobic polymer and oligomer, 
although it does not limit below, they are polyglycolic acid and poly butyl. There is a unit chosen 
from a lactose, Pori (epsilon-caprolactone), D-polylactic acid, L-polylactic acid, the poly 
GURITAMIN acid [polyglytamic acid], poly-L-lysine, and Polly L-asparatic acid. A desirable 
hydrophilic polymer is polyethylene. It is a glycol. 

[0030] Especially the polymer matrix in which desirable biodegradation is possible is the triblock 
copolymer of Pori (epsilon-caprolactone) (PCL)-polyethylene-glycol (PEG)-Pori (epsilon- 
caprolactone). This polymer includes the ester bond which occurs under a hydrophilic 
environment like an eye and is hydrolyzed. This desirable polymer has the following formula. 
[Formula 2] m is in the range of 6.67-16.67, and n is in the range of 4.65-17.54 here. 
[0031] Especially the desirable example of this polymer is the block copolymer of two units of 
Pori (epsilon-caprolactone) of molecular weight 2,000, and one unit of the polyethylene glycol of 
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molecular weight 600. This^Jt of polymer can be manufactured by ^^lelting polymerization. 
[0032] the polymer matrix which can be biodegraded — a drug conveyance constituent — it 
should become 75 % of the weight - 98% of the weight of a drug conveyance constituent still 
more preferably preferably 65 % of the weight to 99% of the weight 30 % of the weight to 99.5% of 
the weight. 

[0033] Anything can be used for this system if it is the constituent [ activity / in dispensing ] 

which can coexist with the matrix which can be biodegraded. As an example of a suitable drug, 

there are ganciclovir [ganciclovir], aciclovir [acyclovir], a FOSU car network [foscarnet], 5- 

fluorouracil, dexamethasone, triamcinolone [triamcinolone], prednisone, FUROKUSURI gin 

[floxuridine], the DOKUSORO vicine [doxorobicin], the Dow-Jones NORARU vicine 

[daunorulbicin], a mitomycin, cytarabine [cytarabine], methotrexate, and thioguanine. 

[0034] 2 - 25 % of the weight of drugs should exist most preferably one to 35% of the weight 0.5 

to 70% of the weight to the constituent all weight in a drug conveyance constituent. 

[0035] By illustrating per the construction of this invention and directions below explains to a 

detail more. These examples are not for mentioning in order to present the business of 

explanation, and limiting the range of this invention. 

[0036] 

[Example] 

Example 1 :P Example which carries out the melting polymerization of EG600 by PCL2000, and 
manufactures mel TAMA of PCL2000-PEG600-PCL2000. 

[0037] PEG 600 and 19.7 — gm (0.033 mol), PCL2000, and 136.2gm (0.068 mols) are put into a 
round bottom flask, and it mixes under a 24-hour mm Hg [ 0.5] vacuum at 50-60 degrees C. The 
by-product tank is formed for the road mirage produced from a reaction. A polymer is dissolved 
into heat ethyl acetate (the 1st solvent), and the solution is filtered and re-crystallized with the 
2nd filter [Whatman No. 2 filter] of Fat Man. Next, a hexane (the 2nd solvent) is dropped to the 
******** until a solution begins to become muddy. In order to make a solution into transparence 
again, the 1st solvent is fully added. The solution is cooled (night refrigeration). It is formed while 
the crystal of mel TAMA cools. The cooling solution is filtered and the 1st cold fresh solvent 
washes a crystal. A crystal is dried in the oven warmed «50 degree C) among a partial pressure 
vacuum (- 0.5mmHg). The yield after re-crystallization was 69%. 

[0038] Example 2 :P Example which carries out the melting polymerization of EG400 by 
PCL1 250, and manufactures mel TAMA of PCL1 250-PEG400-PCL1 250. 

[0039] PEG-400 [ 0.04 mols ] and PCL-1250 [ 0.08-mol ] are put into a round bottom flask, and 
it mixes under a 24-hour mm Hg [ 0.5] vacuum at 50-60 degrees C. The by-product tank is 
formed for the road mirage produced from a reaction. It re-crystallizes similarly with having 
mentioned above. The yield after re-crystallization was 74%. As the 1st usable solvent, there are 
an acetone, chloroform, a dichloroethane, and toluene besides the above. There are water, a 
methanol, and ethanol as the other 2nd possible solvents. 
[0040] 

[General analysis] Decomposition of mel TAMA besides a living body can be performed by being 
under water bath at 37 degrees C. After putting the sample of each mel TAMA into a syringe and 
heating in 55-degree-C oven, it injects underwater [ 37-degree C ]. Various disappearance time 
amount is recorded (30 minutes - three days). 

[0041] The compatibility life in an eye in the living body [compatibility lifetime] and an eye 
internal division solution life can be confirmed by pouring in mel TAMA sterilized to both the 
anterior sac (anterior chamber, AC) of a trial rabbit's eye, and a vitreous chamber. It seems that 
the decomposition by the vitreous chamber is quicker than decomposition by anterior sac. Mel 
TAMA is still continuing existing in both anterior sac and a vitreous chamber for three months or 
more. 

[0042] There is differential scan heat measurement analysis for determining measurement of the 
solubility in the solvent of the general laboratory for checking the chemical structure, nuclear 
magnetic resonance analysis, Fourier transform infrared analysis, and melting point temperature 
as a chemical analysis etc. When a certain differential scan heat measurement result is 
summarized, it is as in Table 1. 
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[Table 1] 



PCL53O-PEG100O-PCL53O 


25 


PCL530-PEG40(>PCL530 


30 


PCL530-PEG600-PCL530 


38 


PCL1250-PEG400-PCL1250 


42 


PCL1250-PEG1000-PCL1250 


44 


PCL2000-PEG1000-PCL2000 


48 


PCL2000-PEG40OPCL2000 


48 


PCLI250-PEG600-PCLI250 


49 


PCL2000-PEG600-PCL2000 


52 



[0043] 

[A drug is incorporated and it is made mel TAMA.] A drug like ganciclovir [gancyclovir] is 
incorporable into mel TAMA by performing it as follows. That is, after exposing both a drug and 
mel TAMA to liquid nitrogen, they are crushed and it is made powder. At this time, the ratio of a 
drug is 2.5 - 30%. Next, in order to use the constituent of a mel TAMA-drug in the living body 
and to perform ethylene oxide sterilization, it puts into a syringe. 

[0044] the voice indicated here although this invention explained the place considered as a most 
practical and desirable mode in a present stage — chisel limitation is not carried out like and it 
adds that they are various modifications and the thing which should also have an equal object 
contained according to the publication of a claim. 



[Formula 1] 



HXO(CH2)5C] n - [OCHsCHJm - EOCCCH^sOln-H 



[Formula 2] 

H[0(CH2)5COk-[OCH2<H2Qlm-[OC(CH2)50IrrH 



[Translation done.] 



http://www4.ipdLncipi.gojp/cgi-bin/tran_web_cgi.ejje 



2004/10/15 



<19>B*HM*MF/? (JP) (12) & [HJ ijf £v $g ( A ) 



f*M¥8- 176016 

(43)4H§B ¥*£8¥(1996) 7 £9B 



(51) IntCL 6 
A 6 1 K 47/34 
9/00 

31/40 
31/505 



z 

F 
V 

ADU 
ADU 



F I 





#S¥6 -333816 


(71)fflSA 


593059382 










(22)fflffiB 


¥j£6^(1994)12M19B 




!T*U#£#BL 33101 7D'jm V 








-TT^, tf-^--2p.y^yX 016880 






(72)5g9m 










7*'J#^ft@, 33149 7DUm * 
















255 






(72)%®% 


/1MJ>^ X-f. ^-fbfX 








7;* U 95052 *U7*;^7 
















3200 






(74)f$SA 













(54) BSfI©*#] fe»«PIIB-CftWPll8a:SS«j3ffl8#Uv- 



(57) QG»] 



•95- 



* 



(2) 



«p»¥8- 1 7 6 0 1 6 



U V— « 2 0-3 7 X:<DU&mm-cm#T?$> D , 38- 
5 2 < COiaS«5ffi-CffEK14T&oT, 

mjzm 2 ] # y v-#™«iciStt3«(fc'T h u ? 

^X£«|&U K^tenJ&Msoluble agents], WL#m 
[liquid agents], ffi'hlS&TDiiicro-particulates], 
Wb&it [microspheres], K<Dte&V9& 
&fc*S*6«lSn*»»T**. lf#*li2®CD3£ 

[ft#:E3] ±EAsW#U^U3— ;m. #uxfi/ 

□ ^b», D-#'jm l-#ujl»» #um 

[j£l] fcetmli9. 0 9-4 5. 4 5CDl'>m n 
\t6. 1 5-4 5.4 5<DU>i?ft\Z$>2> 9 

m&m 5 1 ±mmmmz mtotsMimrw* n mjv 

[gancyclovir], 5 -7 )V^ru?7 'yi/fy, Tl/^uM)]/ 
[acyclovir], 5 s 3F"9r*&V>* b U 7A^>/ n>[tria 
mcinolone], ^WK-VX :7n^x U >*>[f loxuridi 
ne], K^7;i/b^>[doxorubicin], y^/JHf 5>>[d 
aunorubicin], v< hv-f v^>, 7 tf >[cytarabin 
e], ^hM/^t-h, &&Xftt>f7->fr*>mSlZ 

[» #3* 6 ] ±IEiiai»{cStt^SO^>^^ d M)V 
[gancyc 1 ov i r] , :fe<fctf 5 - :7;M- D ^ 

C £ *ttm it SSt#3i 5 £t0%«lM^ 

fiSlC**LT0. 5-7 OSS%©gT??^ETSC(h$ 

MlCttLTl 3 5SS%<afiT##-T£;i<i:£*S 

m&m 9 ] ±ftfflmmzm&tem*%mt8j$ t ®j<D$: 
irnxmi o] mmmzis&temtijZ: a-b-aco 

h>T, Bte#^S6 0 OOtfUx^W^Un — 



<&<5© 



[0 0 0 1] 

[b i odegr adab 1 e] Tffift *Ttg&2S£ 

[0 00 2] 

[0 0 0 3] Coa<Dft$g(0^«$:^T^ct3^fF 

fcnt^SMI:otlttSt§ fl Jem* TBgj [ocular] 
BBF^A^ XfcOICHB^AM' X £— *gfcl# 
®-T££:£, rggj [ocular] £: 

T«fflStlT^*J:5^ ria^j [extraocular] t 
\t, *J;tfK3»[eyebaII]t»[eyelid]tCDlB 
O (fMlo) ^Bl[space] iS»tgTS5. MjLtt 
fWkl »<^RlE[fornix]*^:«iS[cul 
-de-sac], jg^S^cfctX^K^M^^T&^o ^<3Dg? 

[0004] &<D&mzmftmmzm%t&&j*~r2><D\z 
&tinzmftmzrD^Tmttz>Tb<D-T?$>z> l > 

[0 0 0 5] Higuchi^tt*a«rff^3981303^, (13986 

sio-^, mwsM5^mto&m<o$iftBvimtemft xm 

IC^WBSIW*. CCD»Afe«ai^tlSi:(Draco 
IS^^©CDflBS?JS[in the cul-de-sac of the eye-bal 

\]*\z&m?zfz&\z3^<omfc2>mvt\zmK>&z> 9 ^ 
50 nrti^o cnscD^u^— a:LTttT^>Kffi», 
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(3) 



ftm¥-8- 1 7 6 0 1 6 



e>©wiftt^®j(c^-r^gstt^«^$ii-rc, «««« 

[the drug foTm\&t\on]&&&-?Z>&8L<DQm&<D&Z> 

cD8fe£BIS£e>±©_LRM[the upper fornix] 
[0 0 0 7] Hughes ett*SWW»4201210-^'r»«r© 

[0 0 0 8] Theeuwes«*S^fF^4217898^T©lfflIU 

[0 0 0 9] KaufmaD«*S^fF^4865846#, |^Sg4882 
150-^-C^KSSEthe conjunctival sac]K:*!>fc< fc fe— 
00/t^*»«ktt»K*fc(4|lc»afl:[ointieDt carr 
ierl^^r-r^^BS^ffi^^o^TR^bTV^o C 

f W * #'J (yUa ? J H) [poly (glycol ide)], #y 

[0 0 10] Brightman^tt*S^f> : ^4474751^T*gfflI 

S^tTUS. d©#A*tt»«r©ll©«H|fcfc#»flT 
Ig^BS^if A^"T?abSo KJ¥A^«^%f&S©®IWSffi 

\zm>nz> 9 

[ooii] ±^co#fF«r^T> m&o&mo&mz 

a#©fiittHO*mSfc«lHlDfcftSfi3»/h*[t issue 
compartment] 5. JluTV^ 
^fcHSMTF (mEMftTSMMOT) > EK[o 
rbital] m&<D&*>) . ^W>h7*^-7JHio 
tracameral] (li^a^co^^ >A*-ft) 
K#*£*iM»fc* cnSOfiWcAOatrKlttffiiti: 
fr3gfe<0l£Tffi&£. [implantation] £l*t> fc^WW^i* 

[0 0 12] Wong«*H^fF^4853224-^T, BlO^Y 



cyclovir]j&t&£> 0 
[0 0 13] Leel^Bttff«M863457*T, 

10 £ 0 

[0 0 14] KrezancakU*#@teWSg4188373^TA<Z> 

TT«ftT»t3t2 5-4 0T2®attttBIC£fr)Tftl 

[0 0 15] Haslaa&»XBttffF&44747514». (^gg447 
4752-STC, ^MTJSttT. A©^Ty;WM-*#U V 

20 -mmz^xm^vx^z. z<D%tzmt>n&<D\zm 

TK5-FU, y>^T<-», hU7A5/ny>[tria 
mcinolon], ^cttX7^^Dlf;i/[acyclovir]^^. E 

*>&mtT%; zn\t&*mz*ms&9i<Dm&iL\zmte 
fsi^immz-D^xm^^ fc<zrc<&<5, 

[0 0 16] 

30 l&Womm *m&W\Z r^j^v— j [mel tamer] £ 

mmMzm&tem&&A?zit&<D*ommm\zM'r 

*H©#U &J5&f& [polymer composi tions]te& 

It c J: -3 tiAts C £a^e^£©T^ft^&£i&^ 
Sfc. *B©lft««ttAfl:WTr**ft*S 

[0017] *g^oifflin mmtbizm&temii 

tkftMvimfe tb i odegr adab I e] # «J V— & £ |g 

It. 2 0-3 7 < ComS«Sfflr«aftT^^^ 38- 

5 2t:©ia«ttH, »^l<«3 8-4 5t:cDsa«a 

[0 0 18] r^cDflJffikJu WJBWfciS 

tt^ft-&^S:A#:*fc«A-r^^feT*^o *r<Djjmt 
ttTEOXfy^6««sn*. f^fe-fe, (a) ^ 
»pJIB3ft#U.V— 0-3 7 , COiU[«T»0#:T, 
3 8-5 2 1C<Oiafl[«T?tt}a[«:T» 0 , HI4fl3BKIue« 

5^ *ca:fcJ:oT«l*Sft«Hf©BaftteSttftJHife» 
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5 

[0 0 19] 

nigra ts&m vjMtem®mm%& £ ztAmzmx u 
[0 0 2 0] *mKw<DM%}mmm*2 0-3 

3 8-5 2 < C(Dma«T«^i&pIiB> «A« 
\Zte*7&Vv-vbVy?X&tt?Z&®&&tS 

or^-ejinSiT^c<i:^T^> 
{tvmw*&&£i>T^z>Amz&.mzn. ^ita# 

* >#*<ofev>&fc^m&fwe%>z>o actual* 

v^-\tft±\z&^LT^frtezn&hm2to\ 
[oo2i] *m&w<D&minmti:mmm*A#*\z& 

*o *&mtAfc*\zm®<Dfc&m&&ffimzi&m'?z> 
z£**jm\z*rz>Mttmm*m&Tz>o mmm-vizm 

m—<DMil&-efo2>o IsfrVZolsfrtTofT [media] 

[0022] mvummtfv -?-\mm&&fz\*m&<D& 
®Mm<Dmm\zmznz>h<D7?fcj3L\,^ mtlh^j^— 

teWkyn^Wi'mft. U #V-A[1 iposome]^©ffi<7)<@ 
SIBf, >"h^>[cytokinesL £fcte:*&£>£ 

®mfe®*®mtz>®m<»& s tzim^mzm&tz* > 

[0023] &<<Dmm*mmz&mmzmm2itz>it 
®<»m&i%Tmmx£z&ffi*&m^zzL£\zM&i<T 

ftmti&fromm, *it»m<Dmm\ztt!avmitiiite 

[0024] *&&<Dmtmm-rz>zL£&ffim-c&z>£: 




(4) ftffisp&-i 7 6 0 1 6 

6 

t^TT»5, nhtzLxtmmzAn\z. mm^mnim 

[0025] *»w©**3ajMfctuTtt, wmom 
io mm. kimz&zn&mmmtez&mm&ms-rztt 
tbizmoffiTftmmzmvafc^ u^MempTHi 

JRfSCta^**. ttM3i^tt®J«t[fibro 
blast prol if erat ion] *MmtZ>*L$>\Zfrt>nz> Is—*? 
—BfaWy>C)l>?V>tf3tfS[\aser glaucoma filterin 
g surgery] £ Lfz&<D7j)ls* U >^ftift<3D#HBji&a[* 

^^BB*(C^^MSfe«gilfe^[aiiti-inflaDiiiiato 
ry drugs]Sr^W{Cttma»"r^OlC'fo^r^^i 

JtS^O^&ftte&Cintralesional therapy], MM<0 

[0026] ^xnoffftbv^gdtMttMtinrcettd: 

[0 0 2 7] **WH»»3KR5 ff /t-fX«»A-r*fca& 
[0 0 2 8] 5fe©»tt**rra^T<0*iW!HriB«:*U 
*ar*»:*ftift#T?*, 2 0-3 TIC-C^S^T?, 3 

[0 0 2 9] »*b^aRUT— Stth'J^Dyj^*!^ 
50 A — B — A 
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7 

S l/^«*tt# 'J 7- t*U ttlt TE^H 
L-#'J9Uk #U^U^*>l&[polyglytamic aci 

[0 0 3 0] 4»K:fFkU^£5hlpraBa:#U7— 7hU 
y97,t^ #U(e-*:/n^ h»(PCL)-^UX5 L l^ 
>y>j3-JKPB6)-#U (£-*^D7^ h»OhU^ 

K2] ££Tmfci6. 6 7-1 6. 6 7 (DV>>i?ft*. n 
Ii4.65-1 7. 5 4©V>^T*So 
CO 0 3 1] 21<Z>#UV-0#fc»^bVi^JS«tt % # 

#^§600£>2p U X5 1 l/>ifU3 — ;K30 1 :xx y h t, CD 

[0 0 3 2] ^^RJH^jRU^-vhUy^Xtt, X 
ttBtt&J&ttO 3 0M%-9 9. 5li%> #£L< 
\$6 5fifi%-9 9^3%, -S6fcffSU<ttj|l«a* 

[0 0 3 3] *»»iriB34ThUy^Xi:*#T*-&W 

T^^o SMiftOWtlTIl #>~>^nhf;i/[gan 
ciclovirL 7*5^ n ^[acyclovir]* *y 
Hfoscarnet], 5-7;p^n»^^i/;K ST*****/ 
n>[triamcinolone], ;/UFxy 
>> 7n^xU^>[floxuridine], H.£f VDK5/>[do 
xorobicin], ^/ ^JUlf ^>[daunorulbicinL ^< 
K^fvX >^7tf>[cytarabineL * h bl/*t- 

[0 0 3 4] X«a«tt»UUS«4>K:, 
SgfCttLO. 5-7 011^, »$K«1-351 

[0035] aTic*«wo»dia*j:t»fiiffltfeK:^«r 

[0 0 3 6] 
[§fe8S0!|] 

SHBffll : PEG600£PCL2000T*gSSS^LTPC 




(5) 4$g8¥8- 1 7 6 0 1 6 

8 

L2000- P E G600- P C L 20000 ^SiST 

<509o 

[0 0 3 7] PEG600, 19.7gm(0.033 €J0t, PC 
L 2000, 136. 2gm(0. 06ffEJH t 7X3 \ZXtl 5 

0-6 0t:T?2 4^0. 5mm Hg^TT^T^o M 

*U7-«»|I?* (BISK) *MMFU *<D 
i&&&7T y hT>S2 7 ^JP^ [Whatman No. 2 filte 

io oasui*fc's*u-> (g§2S*» 

«efl£#JEE££ (-0. 5 mm 
Hg) ftlia KSOt:) Lfc*-:/>*T$£ift;*i* 
£o SSWSOiR^tt6 9%TSofeo 

[0 0 3 8] mmm2 :PEG4 0 0SPCL1250 
"CSSIS'&bTPCL 1 2 5 0-PEG40 0-PCL 
12 5 OCD^^-T-^Sji-r^ftlo 
a? [0 0 3 9] 0. 0 4^r;i'CDPEG-4 0 0 t 0. 0 8 

t*OPCL-l 2 5 0 tSrAjic^^xnrcAns 0 — 
6 0 < CT?2 4KrnQ0. 5 mm Hgl^TTfi'&T*. 

x>«s»«. *0«01T«a:JB2|«|ti:bTtt, ;* 
[0 040] 

U>5*fcA*U 5 5t:#-^>"tiT?JiaiH,T*6, 3 7 
(3 04H-3B) . 

[0 0 4 1] ^#rt<OiSrt®'&^#[coinpatibiMty 1 
(anterior chamber, AC) te^ZfrnttBtom-JjlZ®. 

[0 0 4 2] fls»»*i:l/m ft*»iS*«S8"rsfe 

S«**«»lfiilS*S * t»T*-6 tSioio -cab 
[Si] 



-99— 



(6) 



8-176016 



10 



PCL530-PEG1000-PCL530 
PCLS30-PEG40O-PCL530 
PCX530-PEG60D-PCL530 
PCL125D-PEG400-PCL1250 
PCL1250-PEG1000-PCL1250 
PCL2000-PEG1000-PCL2000 
PCI20O)-reG400-PCL2000 
PCL1250-PEG600-PCL1250 



25 
30 
38 
42 
44 
48 
48 



PCL2000-PEG600-PCL20CX) 

CO 043] 

[gancyc I ovi r] <D& 5 t5MW^&<b& o \Z^^> CtT^ 

HTO(CH2J5Cln - [OCHsCH^ - [OCCCH^JxrH 
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[0044] *&m}*m&m\z&\,*Tmhmfc&}'?&& 
m<ommz&\,m*<D&mm, ^^^t^hoh^ 

Msl] 



Kb2] 



HrO(CH 2 )5C0MOai2^2QIiirCOC(CH2)5OI I rH 



(5i)iDt.ci.« kmc* irft&w&n fi sw^a^f 

A6 1K 31/52 ADY 
31/57 AEH 
31/70 ADU 
31/71 ADU 
45/00 

(72)589m xnyb ?7v=l. %x>x 

7*U**IH, 33136 70Um T 
-a.— 1638 
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